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  هﭼﻜﻴﺪ
اﻣﺎ در ﺗﻌﺪاد زﻳﺎدي از ﺑﻴﻤﺎران ﺑﻪ دﻟﻴﻞ ﻣﻘﺎوﻣﺖ  ،رﻣﺎن ﺳﺮﻃﺎن ﻣﻲ ﺑﺎﺷﺪﺷﻴﻤﻲ درﻣﺎﻧﻲ از روش ﻫﺎي ﻣﺘﺪاول د
ﺷﻴﻤﻲ درﻣﺎﻧﻲ ﺑﺎ ﺷﻜﺴﺖ ﻣﻮاﺟﻬﻪ ﺷﺪه و ﺑﻴﻤﺎري ﻋﻮد ﻣﻲ ﻛﻨﺪ. ﻳﻜﻲ از ﻣﻬﻤﺘﺮﻳﻦ ﻣﻜﺎﻧﻴﺴﻤﻬﺎي ﻣﻘﺎوﻣﺖ  ،داروﻳﻲ
اﺳﺖ. ﻫﻤﭽﻨﻴﻦ  )CBA( PTAداروﻳﻲ در ﺳﺮﻃﺎن ﻓﻌﺎل ﺷﺪن ﺳﻴﺴﺘﻢ اﻧﺘﻘﺎل دﻫﻨﺪه ﻫﺎي واﺑﺴﺘﻪ ﺑﻪ ﻛﺎﺳﺖ
ﺑﺎ ﻣﻘﺎوﻣﺖ داروﻳﻲ در ﺳﻠﻮﻟﻬﺎي  ﻧﻴﺰ 1ﻧﺸﺎن داده اﺳﺖ ﻛﻪ ﻛﻴﻨﺎزﻫﺎي واﺑﺴﺘﻪ ﺑﻪ رﺳﭙﺘﻮر اﻳﻨﺘﺮﻟﻮﻛﻴﻦ ﻣﻄﺎﻟﻌﺎت اﺧﻴﺮ  
ﺑﻌﻨﻮان ﺳﻮﻣﻴﻦ ﻣﻜﺎﻧﻴﺴﻢ  ،ﺑﺮرﺳﻲ ﺑﻴﺎن ﺳﻴﺘﻮﻛﻴﻨﻬﺎي اﻟﺘﻬﺎب زا ﻫﺪف ﻣﻄﺎﻟﻌﻪ ﺣﺎﺿﺮ. ﺳﺮﻃﺎﻧﻲ ﻣﺮﺗﺒﻂ ﻣﻲ ﺑﺎﺷﻨﺪ
  اﺣﺘﻤﺎﻟﻲ درﮔﻴﺮ در اﻳﺠﺎد ﻣﻘﺎوﻣﺖ داروﻳﻲ ﺑﻪ داروﻫﺎي راﻳﺞ ﺷﻴﻤﻲ درﻣﺎﻧﻲ ﻣﻲ ﺑﺎﺷﺪ.
ﻛﺸﺖ داده ﺷﺪ و ﺳﭙﺲ ﺳﻠﻮل ﻫﺎ  MEMDدر ﻣﺤﻴﻂ  864BMو  02TB ،945TBﺳﻠﻮﻟﻬﺎياﺑﺘﺪا ﻮاد و روش ﻫﺎ: ﻣ
از ( 1μlm/g)و در اداﻣﻪ ﻏﻠﻈﺖ  4/1KARIﺳﺎﻋﺖ ﺑﺎ ﻏﻠﻈﺖ ﺛﺎﺑﺖ از ﻣﻬﺎرﻛﻨﻨﺪه  27و  42، 21، 6در زﻣﺎن ﻫﺎي 
و  α-FNT، 6ﺘﺮﻟﻮﻛﻴﻦ، اﻳﻨ1داروﻫﺎي ﻣﺘﻮﺗﺮﻛﺴﺎت و ﺗﻮﭘﻮﺗﻜﺎن ﺗﻴﻤﺎر ﺷﺪﻧﺪ. ﻫﻤﭽﻨﻴﻦ ﺑﻴﺎن ژن ﻫﺎي اﻳﻨﺘﺮﻟﻮﻛﻴﻦ
  اﻧﺪازه ﮔﻴﺮي ﺷﺪ. RCP emit laeRاﻳﻨﺘﺮﻓﺮون ﮔﺎﻣﺎ ﺑﺎ روش 
و ﺑﺎ داروي ﺗﻮﭘﻮﺗﻜﺎن  4/1KARI ﻣﻬﺎرﻛﻨﻨﺪه ﻣﻄﺎﻟﻌﻪ ﺣﺎﺿﺮ ﺑﺮاي اوﻟﻴﻦ ﺑﺎر ﻧﺸﺎن داد ﻛﻪ اﺳﺘﻔﺎده ﻫﻤﺰﻣﺎن ﻧﺘﺎﻳﺞ:
 864-BM ،945-TB ،02-TBدر رده ﻫﺎي ﺳﻠﻮﻟﻲ   6-LIو αFNT، γ NFI، 1-LI ﻣﻮﺟﺐ ﻛﺎﻫﺶ ﺑﻴﺎنﻣﺘﻮﺗﺮﻛﺴﺎت 
   ﻧﺴﺒﺖ ﺑﻪ ﻛﻨﺘﺮل ﻣﻴﺸﻮد.
ﺑﺎ داروي ﺗﻮﭘﻮﺗﻜﺎن و ﻣﺘﻮﺗﺮﻛﺴﺎت  4/1KARI ﻣﻬﺎرﻛﻨﻨﺪهﺑﻪ ﻧﻈﺮ ﻣﻲ رﺳﺪ ﻛﻪ اﺳﺘﻔﺎده ﻫﻤﺰﻣﺎن ﻧﺘﻴﺠﻪ ﮔﻴﺮي: 
ﻛﻪ در اﻳﻦ ﺻﻮرت ﻣﻲ ﺗﻮان از ﻣﻬﺎرﻛﻨﻨﺪه ﻫﺎي اﺧﺘﺼﺎﺻﻲ  ﻣﻮﺟﺐ ﻛﺎﻫﺶ ﺑﻴﺎن ﺳﺎﻳﺘﻮﻛﺎﻳﻦ ﻫﺎي اﻟﺘﻬﺎﺑﻲ ﻣﻲ ﺷﻮد
درﻣﺎﻧﻲ ﺟﻬﺖ اﻓﺰاﻳﺶ ﺣﺴﺎﺳﻴﺖ داروﻳﻲ و ﻛﺎﻫﺶ ﺧﻄﺮ ﺑﺼﻮرت درﻣﺎن ﺗﺮﻛﻴﺒﻲ ﺑﺎ داروﻫﺎي راﻳﺞ ﺷﻴﻤﻲ  4/1KARI
  .ﺑﺎزﮔﺸﺖ ﺗﻮﻣﻮر اﺳﺘﻔﺎده ﻛﺮد
 RCP emit laeR ،KARIﻣﺘﻮﺗﺮﻛﺴﺎت، ﺗﻮﭘﻮﺗﻜﺎن،  ﺳﺮﻃﺎن ﭘﺴﺘﺎن،ﻛﻠﻤﺎت ﻛﻠﻴﺪي: 
 
 
   
Abstract 
Background and objectives: Chemotherapy is a common treatment for cancer, but in many patient's 
chemotherapy fails and relapses due to drug resistance. One of the most important mechanisms of 
drug resistance in cancer is activation of the ATP-dependent cassette transporter (ABC) system. 
Recent studies have also shown that interleukin-1 receptor-dependent kinases are also associated 
with drug resistance in cancer cells. The aim of the present study was to evaluate the expression of 
inflammatory cytokines as the third potential mechanism involved in the development of drug 
resistance to conventional chemotherapy drugs. 
Materials and Methods: BT549, BT20 and MB468 cells were first cultured in DMEM medium and 
then cultured at 6, 12, 24 and 72 h with constant concentration of IRAK1/4 inhibitor followed by 
concentration of (1µg/ml) methotrexate And topotecan were treated. Expression of interleukin-1, 
interleukin-6, TNF- and interferon gamma genes was also measured by Real time PCR. 
Results: For the first time, the present study showed that concomitant use of IRAK1/4 inhibitor 
with topotecan and methotrexate reduced IL-1, IFN , TNF and IL-6 expression in BT-20, BT-
549, MB-468 cell lines compared to controls.  
Conclusion: It seems that concomitant use of IRAK1/4 inhibitor with topotecan and methotrexate 
reduces the expression of inflammatory cytokines, which can be used by specific IRAK1/4 
inhibitor in combination with conventional chemotherapy to increase drug sensitivity and decrease 
Used the risk of tumor recurrence. 
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